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AB A substance to prevent or reverse weight gain induced by 

psychoactive agents comprises an antipsychotic drug or mood 
stabilizing drug in a concentration from 0.01% to 99.99% in 
combination with a histamine H2 -receptor antagonist in a 
concentration from 99.99% to 0.01%. Example antipsychotic drugs 
are olanzapine, clozapine, risperidone, and quetiapine. The 
antipsychotic drug is typically in a concentration of 10% to 90%, 
30% to 60% and 50%. Example mood stabilizing drugs are divalproex 
sodium, valproic acid, and mirtazapine. The mood stabilizing drug 
is typically in a concentration of 10% to 90%, 30% to 60% and 50%. 
Example histamine H 2 -receptor antagonist are nizatidine, 
famotidine, cimetidine and ranitidine. The histamine H2-receptor 
antagonist (16) is typically in a concentration of 60% to 30% and 
50%. 
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AB A review with 93 refs. The atypical antipsychotics have been 
shown to have superior efficacy compared with typical 
antipsychotics such as haloperidol, particularly in the treatment 
of neg. symptoms of schizophrenia. Furthermore, they induce less 
extrapyramidal effects. However, following clin. use, marked 
bodyweight gain has been frequently observed with some of the 
atypical antipsychotic drugs. In order to examine and compare the 
frequency, amount and conditions of bodyweight gain during 
treatment with atypical antipsychotics, studies concerning 
bodyweight gain with these agents were identified through a 
MEDLINE search from 1966 to Mar. 2000. Although comparison is 
limited by the different designs and recruitment procedures of the 
reviewed studies , the available data support the notion that the 
frequency as well as the amount of bodyweight gain is high in 
patients treated with olanzapine (average bodyweight gain 2.3 
kg/mo), clozapine (1.7 kg/mo), quetiapine (1.8 kg/mo), and 
possibly also zotepine (2.3 kg /mo). Moderate changes in 
bodyweight have been observed in the treatment with risperidone 
(average bodyweight gain 1.0 kg/mo). Ziprasidone seems to induce 
only slight bodyweight changes (0.8 kg/mo). Bodyweight gain most 
frequently occurs in the first 12 wk of treatment. Patients who 
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were underweight at the beginning of treatment are at highest 
risk, of gaining bodyweight. The underlying pathomechanism still 
remains largely unclear. The relative receptor affinities of the 
atypical antipsychotics for histamine HI receptors as well as the 
ratio of their affinity for serotonin 5-HT2 and dopamine D2 
receptors appear to be the most robust correlate of bodyweight 
gain. Furthermore, the induction of leptin secretion may have an 
important impact on bodyweight gain in patients treated with 
atypical antipsychotics. Although many questions concerning the 
pathogenesis of bodyweight gain remain unresolved, this adverse 
effect has to be taken into consideration when prescribing the 
atypical antipsychotics, particularly in view its affect on 
compliance during long term treatment and the long term effects of 
obesity on mortality and morbidity. 
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PUBLISHER: Elsevier Science Inc. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Background : Olanzapine is temporally associated, in a number of 
patients with schizophrenia, with weight gain. H2 antagonists, 
like nizatidine, have been shown to control appetite in overweight 
patients. Methods: A patient with olanzapine temporally 
associated weight gain was treated with nizatidine as "add-on" 
therapy. Results: Nizatidine treatment was associated with good 
control and subsequent reduction of weight after 4 to 5 wk of 
therapy in a patient with repetitive episodes of weight gain 
during olanzapine treatment . Olanzapine was otherwise well 
tolerated and effective in controlling psychopathol . Conclusions: 
H2 antagonist treatment with olanzapine may be a valid medical 
strategy in preventing and/or reducing weight gain in patients 
with schizophrenia. Controlled studies are recommended to confirm 
this observation. 
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